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Amendment Pursuant to 37 C.F.R, § 1,121 



IN THE CLAIMS: 

The claims set forth below with amendments as indicated will replace all prior 
versions and listing of claims in the application. 



1. (currently amended) A compound of the formula I 




or a stereoisomer^ form or a pharmaceutical^ acceptable salt of the 
compound of the formula I, wherein 

A is -(CrC 6 )-alkyl, In which alky] is straight-chain or branched 
and is optionally substituted, once or more, independently of each 
other, by 

-O-R 1 or 

-C(0)-OR\ 

-C(0)-NR 1 R 1 , 

-CfOJ-NR^SOaR 1 , 
-NR^ 1 , 

-CIM, in which R 1 is 
hydrogen, 
-(Ci-CeJ-alkyt, 
-(Ce-CiiOaryl or 

fluoroaikyl of the formula -CnHxF y or fluoroalkoxy of 
the formula -OC n H x F y , wherein n is an integer from 1 
to 6, x Is an integer from 0 to 12, y is an integer from 
1 to 13 and sum of x and y is 2n + 1, 

-O-R 1 , 
-SR 1 , 
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-S(0)-R 1 

-S(0) 2 -R 1 

-C(0)-OR\ 

f luoroalkyl of the formula -C n H x F y or fluoroalkoxy of the formula 
-OCnH x Fy ( wherein n is an integer from 1 to 6, x is an integer from O to 
12, y is an integer from 1 to 13 and sum of xand y Is 2n + 1, 

-C(0)-NR 1 R 1 f 

-C(0)-NR 1 -S0 2 R 1 , 

-NR 1 R\ 

-CN, 

monocyclic or polycyclic heteroaryl having from 5 to 14 ring members, 
which contains 1 to 5 heteroatoms as ring members, wherein 
heteroatoms are selected from N, O and S, and in which heteroaryl is 
unsubstituted or optionally substituted once or more, independently of 
each other, by R 2 f in which R* is 

-(Ci-C 4 )-alkyI, 
-OH, 

-0-(Ci.C 4 )-alkyl, 
halogen, 

-IMCR^-R 4 , m which R a and R 4 are, independently of 
each other, hydrogen atom or -(CrC 4 )-aJkyl, 

fluoroalkyl of the formula -C n H x F y or fluoroalkoxy of 
the formula -OC n H x F yi wherein n is an integer from 1 
to 4, x is an integer from 0 to 8, y is an integer from 1 
to 9 and sum of x and y is 2n + 1 , 

-CN f 
-SR\ 

-S(0)-R 1 , 

-S(0) 2 -R 1 or 
-C(0)-NR 1 R\ 

-(Cs-CsKycloalkyl, In which cycloalkyl is unsubstituted or substituted, 
once or more, independently of each other, by R 2 , and R 2 is defined 
as above, 

monocyclic or bicyclic heterocycie having from 5 to 12 ring members, 
which contains 1 to 5 heteroatoms as ring members, wherein 
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heteroatoms are selected from N, O and S, and in which heterocycle 
is unsubstituted or substituted, once or more, independently of each 
other, by R 2 f and R* is defined as above, 

B Is a covalent bond, 



-(Ci-C4>alky1ene, in which alkylene is straight-chain or 
branched and is optionally substituted, once or more, 
independently of each other, by R 1 , and R 1 is defined as 
above, 

D is -(Ci-C 6 )-alkyl f in which alkyl is straight-chain or branched 
and is optionally substituted, once or more, independently of each 
other, by R\ and R 1 is defined as above, 

monocyclic or polycyclic heteroaryi having from 5 to 14 ring 
members, which contains 1 to 5 heteroatoms as ring 
members, and in which heteroaryi is unsubstituted or Is 
substituted once or more, independently of each other, by 
R* and R 2 is defined as above, 

monocyclic or bicydic heterocycle having from 5 to 12 ring 
members, which contains 1 to 5 heteroatoms as ring 
members, and in which heterocycle is unsubstituted or 
substituted, once or more, independently of each other, by 
R 2 , and R 2 is defined as above, 

-(C 6 -Ci4)-aryl, in which aryl is unsubstituted or substituted, 
once or more, independently of each other, by R 2 and R 2 is 
defined as above, or 



-(C 3 ~C 8 )-cycloaIkyl, in which cycloalkyl is unsubstituted or 
substituted, once or more, independently of each other, by 
R 2 , and R 2 is defined as above, or 

B-D is hydrogen, 

halogen, 

fluoroalkyl of the formula -CnH x F y or f luoroalkoxy of the 
formula -OC n H x F y , wherein n is an integer from 1 to 4, x Is 



C 



C 




-0(CH 2 ) a -, in which a is an integer from 1 to 4, 
O, S, NR 2 , -C(OK -NR 2 -C(Q)-, -CfOJ-NR 2 -, -NR 2 ^S0 2 - 
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an Integer from 0 to 8, y is an integer from 1 to 9 and sum of 
xandyis2n + 1, 

-(CH 2 ) a -Y-R 3 , in which a is an integer from 1 to 4, Y is O, S, 
NR 2 , and R 3 is 

-(d-CsJ-alkyl, 

-(Ce-C 14 )-aryI, 

-(C3-Cs)-cycloalkyl, and 

R is hydrogen. 

-((VCsJ-alkyl. or 

-(Ce-Ci^-aryl-td-CeJ-alkyi, in which aryl is unsubstituted or 
substituted, once or more, independently of each other, by 
R 2 , and R 2 is defined as above, and 

X and 2 are identical or different and are, independently of each other 
selected from: 

hydrogen atom, 

-(Ci-C 4 )-alkyl, 
-OH, 

-0-(Ci-C 4 -alky1), 
halogen, 

fluoroalkyl of the formula -CnH x Fy or fluoroalkoxy of the 

formula -OC n H x F y , wherein n is an Integer from 1 to 6, x is 

an Integer from 0 to 1 2, y is an integer from 1 to 1 3 and sum 

of xandy is 2n + 1, 

-C(0)-OR\ 

-C(0)-NR 1 R\ 

-CfOJ-NR'-SOaR 1 , 

-NR 1 R\ 

-NR 1 -C(0)-NR 1 R 1 , 

-NR 1 -C(0)-R\ 

-NR 1 -C(0)-OR 1 , 

-0-C(0)-NR 1 R\ 

-CN, 
-SR 1 , 
-S(0)-R\ 
-S(0) 2 -R 1 , 

-S^-NR^ 1 , 

-NR 1 -S0 2 -R 1 , in which R 1 is as defined above, 
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monocyclic or bicyclic heterocycle having from 5 to 12 ring 
members, which contains 1 to 5 heteroatoms as ring 
members, wherein heteroatoms are selected from N, O and 
S, and in which heterocycle Is unsubstituted or substituted, 
once or more, independently of each other, by R 2 , and R 2 is 
defined as above, or 

-(CaOeJ-oycloalkyI, in which cycloalkyl is unsubstituted or 

substituted, once or more, independently of each other, by 

R 2 , and R 2 is defined as above, 
with the proviso that when A is -(C r C 6 )-alkyl, in which alkyl is straight- 
chain or branched and is optionally substituted, once or more, 
independently of each other, by 

-O-R 1 or 

-C(0)-OR\ in which R 1 Is 
hydrogen, 
-(Ci-C^-alkyl, 
-O-R 1 , in which R 1 is as defined In this proviso, 

-C(0)-OR 1 , in which R 1 is as defined in this proviso, or 

monocyclic or polycycllc heteroaryl having from 5 to 14 ring members, 

which contains 1 to 5 heteroatoms as ring members, wherein 

heteroatoms are selected from N, O and S, and in which heteroaryl is 

unsubstituted or optionally substituted once or more, independently of 

each other, by R 2 , in which R 2 is 

hydrog e n* 
-(C r C 4 )-afkyl, 

-OH, 

-0-(Ci.C 4 )-alkyl f 
halogen, or 

-N(R 3 )-R 4 , in which R 3 and R 4 are, independently of 
each other, hydrogen atom or-(Ci-C 4 )-alkyl, then: 

B is not a covalent bond or -(Ci-C 4 )-alkylene. 

2. (original) A compound of the formula I as claimed in claim 1 , wherein 

A is -(Ci-C$)-alkyl, in which alkyl is straight-chain or branched and is 
optionally substituted, once or more, independently of each other, by 

-O-R 1 , or 

-C(0)-OR\ in which R 1 is 
hydrogen, 
-(Ci-CaHIkyl, or 
-CF 3 
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fluoroalkyl of the formula -C n H x F y or fluoroalkoxy of the formula 
-OC n H x F y , wherein n Is an integer from 1 to 3, x is an integer from 0 
to 6, y is an integer from 1 to 7 and sum of x and y is 2n + 1 , 

B is a oovalent bond or O, 

D is phenyl or naphthyl, in which phenyl or naphthyl is unsubstltuted 
or substituted, once or more, independently of each other, by R 2 in 
which R 2 is 

fluorine, chlorine or bromine, 

~OH, 

-CF3, 

-SR , in which R 1 is defined as above, 

-(C-C^-alkyl 

-0-(Ci.C 2 )-alkyl or 

-N^J-R 4 , in which R 3 and R 4 are, independently of 
each other, hydrogen atom or-tCVQO-alkyl, 

heteroaryl selected from the group consisting of 
pyrldyl, furanyl, pyrrolyl, isoxazolyl, benzofuranyl, benzothiophenyl, 
quinolinyl, isoquinolinyl, quinoxalinyl and thiophenyl, in which 
heteroaryl is unsubstituted or substituted, once or more, 
independently of each other, by R 2 , In which R 2 is defined as above 
or 

-(CrCeJ-cycloalkyl, in which cycloalkyl is 
. unsubstituted or substituted, once or more, independently of each 
other, by R 2 , and R 2 is defined as above, or 

B-D Is ((CH 2 ) a -Y-R 3 , in which a is an integer from 1 to 2, Y is O and R 3 
is -((VCgJ-alkyl, and 

R is hydrogen, 

-(Ci-C^-alkyl, or 
H3henyl-(Ci-C3)-aikyl F and 

X and Z are identical or different and are, independently of each 
other, hydrogen, -C(0)-0(Ci-C3)alkyl, -OCH 3 , -N(CH 3 ) 2 or halogen, 

3. (original) A compound of the formula 1 as claimed in claim 1 , wherein the 
compound of the formula I is selected from the group consisting of: 
S-pyridin-a-yl-a-trifluoromethyi-IH-pyrazolo^^-clisoquinoline, 
3-methyl-5-(2-trifluoromethyI-phenyl)-1 H-pyrazofofrS-cJisoquinoline, 
3-methyl-5-(3-trffluoromethyl-phen^ 
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3-methyl-5-(4Ttrffluoromethyl-phenyl)-lH-pyrazo[o[4,3-c^ 

1 ,3~dimethyl-5-(3-trif luoromethylphenyl)-1 H-pyrazo!o[4,3-c]-lsoquInolfne f 

5-pheny!^4rifluoromethyl-1H-pyra2oIo[4,3-c]isoquinoline, 

1 ,3Klimethyl-5-(3-trifluorDmethylphenyi)-1 H-pyrazolo[4,3-c]-isoqujnoline, 

1 ,3-dlmethy|.5-(2,6-difluoropheny[)-1 H-pyrazoto[4.3-cHsoquinoline, 

1 -benzyl-5-cyctohexyl-3-methyl-1 H-pyra2:olo[4 p 3-c]-isoquinoIine, 

1 -benzyl-5-naphthyh3-methyl-1 H-pyrazo!o[4,3^]-isoquinoline, 

5-methoxymethyl^^ethyI-1H-pyrazolo[4 f 3^]-isoquinolfrie, 

7-methoxycart)onyI-3-methyl-5-phenyM H-pyrazolo[4,3-c]-isoquInoline, 

7-methoxycarbonyl-3-methyl-5-pyridIn-2-yI-1H-pyrazolo[4,3-o]- 
isoquinoline, 

7<limethylamino^^ethyL5-ph 

7MJimethylaminch3^ethyI-5-pyridin-2-^ 

6<Iimethylamino^-methyI-5-phenyl-lHi^^ 

6^imethylamino^-methyl-5-pyridin-2-^^^ 

8^imethyJamino-3-methyl-5-phenyl-1H^^ 

8<l im ethylamino^-methy l-5^ 

I.S-dimethyl-S-fS-methyi-thiophen^-ylH H-pyrazolo[4,3-cHsoquinoline. 
3^e%l-5-phenyl-94rifluoromethyl-1^ 

3-methyl-5-pyiidin-2-yI-9-trrfluoromethyl-1 H-pyrazolo[4,3-cJ-i$oquinoline, 
and 

3-methyl-5K2A43.6-pentafluoro-phenyl)-1Hi^^ 

4. (canceled) 

5. (original) A pharmaceutical composition comprising a therapeutically effective 

content of at least one compound of the formula I as claimed In claim 1 
together with a pharmaceutical^ suitable carrier optionally in combination 
with a suitable additive, other active compounds and auxiliary substances. 
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6. (original) A method of treating a disease condition associated with the 

increased activity of NIK comprising administering to a patient suffering 
from said disease condition a therapeutically effective amount of a 
compound according to claim 1 . 

7. (original) The method as claimed in claim 6, wherein the compound is 

according to claim 2. 

8. (original) The method as claimed in claim 6 wherein said compound is 

selected from the group consisting of; 
5-pyridin-2-yj-3-trifluoromethyM ^ 

3-methyl-5-.(2-trifluoromethyl-phenyl)-lH-pyrazolo[4 > 3-c]isoquinoline J 
3-methyl-5-(3-trifIuoromethyI-phenyl)-1H-pyrazolo[4 f 3-c]isoquinoline, 
3-methyl-5-(4-trifluoromethyl-p^ 

1,3Klimethyl'5-(3-trifluoromethylphenyl)-1H-pyra20lo[4,3^hisoquinoline^ 

5-phenyI-3-trifluoromethyl-1H-pyrazo]o[4,3-c]isoquinollne, 

1 ^-dimethy^S-trifluoromethylphenylH H-pyrazok)[4,3-c]-isoquinonne f 

1 ,3-dimethyl-5-(2,6-difluorophenyl)-1 H-pyrazolo[4,3-c]-i$oquinoline, 

1 -benzyl-5-cyclohexyl-3-methyl-l H-pyrazoto[4,3-cHsoquinoJine, 

1 -benzyl-5-naphthyl-3-methyl-1 H-pyrazo!o[4,3-c]-isoquinoline, 

5-methoxym ethyl-3-methyl-1 H-py razolo [4, 3-c]-isoq uin ol in e , 

7-methoxycarbonyl-3-methyl^ 

7-methoxycarbonyl-3-methyl-5-pyridin-2-yl-1H-pyrazolo[4 F 3-c]- 
isoquinollne, 

7-dimethylamino^-meth^-5-phenyl-1H-pyrB2:olo[4,3-c]i$oquinofine, 

7-dimethyIamino-3-methy|-5-pyridin-2-yl-1 H-pyrazolo[4,3-cJ-isoquinoline > 

1 ,3-dimethyl-5-(3-methyI-thiophen-2-yl)-1 H-pyrazolo[4,3-c]-i$oquinoline, 

3HTiethyl-5-phenyl-9-trifIuoromethyM 

3-methyl-5-pyridin-2-yI-9-trifluorome 

and 

USAV2003/O1 10 US NP -9 Of 32- 



PAGE 10/33 1 RCVD AT 9/20/2005 9:32:01 AM [Eastern Daylight Time] 1 SVR:USPTO-EFXRF-6/24 * DNIS:2738300 * CSID:908 231 2626 ' DURATION (mm*$):06-18 



SEP. 20. 2005 9:44AM AVENTIS US PAT DEPT 



NO. 8315 P. 11 



Application Ser- No.: 10/613,588 
Filing Date; July 03, 2003 
Examiner: Desai, Rita 

S-methyl-S-fcSAS^pen^ 

9. (original) The method as claimed in claim 6, wherein the disease condition is 

caused due to an inflammatory component. 

10. (original) The method as claimed m claim 6, wherein the diseases are 

osteoarthritis, rheumatoid arthritis, asthma, irritable bowel disease, 
Alzheimer's disease, stroke, diabetes, atherosclerosis, multiple sclerosis, 
rejection reactions on the part of the body against a transplanted organ or 
rejection reactions on the part of the transplanted organ against the body. 

1 1 . (currently amended) A pharmaceutical composition comprising a compound 

of the formula (I) 



or a stereoisomeric form or a pharmaceutical^ acceptable salt of the 
compound of the formula I, wherein 

A is -(Ci-Ce)-alkyl, in which alkyl is straight-chain or branched 
and is optionally substituted, once or more, independently of each 
other, by 



\ 



N-N 




-OR 1 or 
-CfOJ-OR 1 , 
-C(0)-NR 1 R\ 
-C(0)-NR 1 -S0 2 R\ 
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-NR 1 R\ 

-CN f in which R 1 is 
hydrogen, 
-(C^CeJ-alkyl, 
-(Cs-Ci^aryl or 

fluoroalkyl of the formula -C n H x F y or f luoroalkoxy of 
the formula -OC n H x F y , wherein n is an Integer from 1 
to 6 f x is an integer from 0 to 12, y is an integer from 
1 to 13 and sum of x and y Is 2n + 1 , 

-OR 1 , 

-SR\ 

-S(0)-R 1 

-C(0)-OR 1 , 

fluoroalkyl of the formula -C n H x F y or f luoroalkoxy of the 
formula -OC n H x F y , wherein n is an Integer from 1 to 6, x is 
an integer from 0 to 12, y is an integer from 1 to 13 and sum 
of x and y fs 2n + 1 , 

•CfPHltfR 1 , 

-CpJ-NR'-SOaR 1 , 

-NR'R 1 , 

-CN, 

monocyclic or polycyclic heteroaryl having from 5 to 14 ring 
members, which contains 1 to 5 heteroatoms as ring 
members, wherein heteroatoms are selected from N, O and 
S, and in which heteroaryl is unsubstituted or optionally 
substituted once or more, independently of each other, by 
R 2 , in which R 2 is 

-(Ci-C 4 )-alky1. 
-OH. 
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-0-(Ci.C 4 )-alkyl, 
halogen, 

-NfR^-R 4 , in which R 3 and R 4 are. independently of 
each other, hydrogen atom or -(Ci-C 4 )-allcyl, 

fluoroalkyl of the formula -C n H x F y or fluoroalkoxy of 
the formula -OC n H x F y , wherein n is an integer from 1 to 4, x is an 
integer from 0 to 8, y is an integer from 1 to 9 and sum of x and y is 
2n + 1, 

-CN, 

-SR\ 

-S(0)-R\ 

-S<0) 2 -R 1 or 

-C(0)-NR 1 R 1 , 

-(C3-C6)-cycloalkyf, in which cycloalkyl Is 
unsubstituted or substituted, once or more, Independently of each 
other, by R*, and R* is defined as above, 

monocyclic or bicyclic heterocycle having from 5 to 12 
ring members, which contains 1 to 5 heteroatoms as ring members, 
wherein heteroatoms are selected from N, O and S, and in which 
heterocycle is unsubstituted or substituted, once or more, 
independently of each other, by R 2 , and R 2 is defined as above, 

B is a covalent bond, 
-C=CR 1 -, 
— C=C — 

-0(CH2) a -i in which a is an integer from 1 to 4, 
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O, S, NR 2 , -C(O)-, -NR 2 -C(G)- t ~C(0)-NR 2 -, -NR 2 -S0 2 -, 
-S0 2 -NR 2 -, -NR 2 -C(0)~NR a -, and R 2 is defined as above, or 

-(Ci-C4)-alkylene, In which alkylene is straight-chain or 
branched and is optionally substituted, once or more, independently 
of each other, by R 1 , and R 1 is defined as above, 

D is -(d-Cei-alkyl, In which alkyl is straight-chain or branched and is 
optionally substituted, once or more, Independently of each other, by 
R 1 ( and R 1 is defined as above, 



monocyclic or polycyclic heteroaryl having from 5 to 14 ring 
members, which contains 1 to 5 heteroatomsas ring members, 
wherein heteroatoms are selected from N, O and S, and in which 
heteroaryl is unsubstituted or is substituted once or more, 
independently of each other, by R 2 and R 2 Is defined as above, 



monocyclic or bicyclic hetenocycle having from 5 to 12 ring 
members, which contains 1 to 5 heteroatoms as ring members, 
wherein heteroatoms are selected from N, O and S, and in which 
heterocycle is unsubstituted or substituted, once or more, 
independently of each other, by R 2 , and R 2 is defined as above, 

-(Ce-CnO-aryl, In which aryl is unsubstituted or substituted, 
once or more, Independently of each other, by R 2 , and R 2 is defined 
as above, or 



-(C 3 -Ca)-cycloalkyl, in which cycloalkyl is unsubstituted or 
substituted, once or more, independently of each other, by R 2 , and R 2 
is defined as above, or 
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B-D is hydrogen, 
halogen, 

fluoroalkyl of the formula -C n H x F y oriluoroalkoxy of the 
formula -OC n H x F y , wherein n is an integer from 1 to 4 f x is an Integer 
from O to 8, y Is an Integer from 1 to 9 and sum of x and y Is 2n + 1, 

-(CH*) a -Y-R 3 , in which a Is an integer from 1 to 4, Y is O, S, 
NR 2 , and R 3 is 

-(C r C6)-alky1 f 

-(C e -Ci 4 )-aiyl, 

-(C3-C e )-cycloalkyl, and 

R is hydrogen, 

-(Ci-C 6 )-alkyl, or 

-(Ce-C 14 )-aryl-(CrCe)-aIkyl f in which aryl is unsubstituted or 
substituted, once or more, independently of each other, by R 2 , and R 2 
is defined as above, and 

« 

X and Z are identical or different and are, independently of each other 
selected from: 

hydrogen atom, 

-(d-C^-aikyl, 

-OH, 

-0-(d-C 4 -aIkyl), 
halogen, 

fluoroalkyl of the formula -C n H x F y or f luoroalkoxy of the 
formula -OC rt H x F y , wherein n is an integer from 1 to 6, x is an integer 
from 0 to 12, y is an integer from 1 to 13 and sum of x and y is 2n + 1, 
-C(OK>R\ 

-CfOJ-NR'R 1 , 
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-CfOJ-NR^SCfeR 1 , 
-NR 1 R 1 , 

-NR 1 -C(0)-NR 1 R 1 , 

-NR 1 -C(0)-R\ 

-NR 1 -C(0)-OR 1 , 

-0-C(0)-NR 1 R 1 , 

-CN, 

-SR 1 , 

-S(0)-R\ 

-SPHrR 1 , 

-S(0)2-NR 1 R\ 

-NR'-SOrR 1 , in which R 1 Is as defined above, 

monocyclic or bicyclic heterocycle having from 5 to 1 2 ring 
members, which contains 1 to 5 heteroatoms as ring members, 
wherein heteroatoms are selected from N, O and S, and in which 
heterocycle is unsubstituted or substituted, once or more, 
independently of each other, by R 2 , and R 2 is defined as above, or 

-(C;rCe)-cycloalkyl, in which cycloalkyl is unsubstituted or 

substituted, once or more, independently of each other, by R 2 , and R 2 

is defined as above, 

with the proviso that when A is -(C^CeJ-alkyl, in which alkyl is straight- 
chain or branched and is optionally substituted, once or more, 
independently of each other, by 

-O-R 1 or 

-C(0)-OR\ in which R 1 is 
hydrogen, 
-(Ci-CeValkyl, 
-O-R , in which R is as defined In this proviso, 

-C(0)-OR\ in which R 1 is as defined in this proviso, or 
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monocyclic or polycyclic heteroaryl having from 5 to 14 ring members, 
which contains 1 to 5 heteroatoms as ring members, wherein 
heteroatoms are selected from N, O and S, and in which heteroaryl is 
unsubstituted or optionally substituted once or more, independently of 
each other, by R 2 , in which R 2 Is 



hydrogon, 
-(C,-C 4 )-alkyl f 

-OH, 

-0-(Ci.C 4 )-alkyl, 
halogen, or 

-NCR^-R 4 , in which R 3 and R 4 are, independently of 
each other, hydrogen atom or -(Ci-C4)-aJkyl, then: 



B is not a covalent bond or -(d-C 4 )-alkylene. 
12. (original) The composition as claimed in claim 1 1 , wherein 



and is optionally substituted, once or more, independently of each 
other, by 

-O-R 1 , or 

-C(0)-OR\ in which R 1 is 
hydrogen, 
-(Oi-Ca^alkyl, or 

f luoroalkyl of the formula -C n H x F y or f luoroalkoxy of the 
formula -OCnHxFy, wherein n Is an Integer from 1 to 3, x is an 
integer from 0 to 6, y Is an integer from 1 to 7 and sum of x and y is 
2n + 1, 

B is a covalent bond or O, 

D is phenyl or naphthyl, in which phenyl or naphthyl is 
unsubstituted or substituted, once or more, independently of each 
other, by R 2 , in which R 2 is 



A is 



(Ci-Cg)-alkyl> in which alkyl Is straight-chain or branched 
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fluorine, chlorine or bromine, 

-OH, 

-CF 3 , 

-SR 1 , in which R 1 is defined as above, 

-(CrC 4 Valkyl 

-0-(Ci.C*)-alkyl or 

-N(R 3 )-R 4 , in which R 3 and R 4 are, independently of each 
other, hydrogen atom or-(Ci-C$)-aJkyl, 

heteroaryl selected from the group consisting of pyridyl, 
furanyl, pyrrolyl, isoxazolyl, benzofuranyl, benzothlophenyl, quinolinyl, 
Isoquinolinyl, quinoxalinyl and thiophenyl, in which heteroaryl is 
unsubstituted or substituted, once or more, independently of each 
other, by R 2 , in which R 2 is defined as above or 

-(GrCeJ-cydoalkyl, in which cycloalkyl is unsubstituted or 
substituted, once or more, Independently of each other, by R 2 , and R 2 
is defined as above, or 

B-D is ((CHsk-Y-R 3 , in which a is an integer from 1 to 2, Y is O and R 3 
is -(d-C^alkyl, and 

R is hydrogen, 

-(Ci-C 3 )-alkyl, or 
-phenyHCi-C3)-aIkyl, and 

X and Z are identical or different and are, independently of each other, 
hydrogen, -C(0)-0(Ci-C3)alkyl, -OCH 3 , -N(CH 3 )2or halogen. 

13. (original) The composition as claimed in claim 11, wherein the compound of 
the formula I is selected from the group consisting of: 
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5-pyridin-2-yl^trif^ 
3-methyl-5-(2-trifto^ 
3-methyl-5-(34rifluoromethy^^ 
3-methyL5-(4-trifiuoromethyl^ 

1,3-dimethyl-5-(3-trifluoromethylphenyl)-1 H-pyraolo[4,3^]Hsoquinoline, 

S-phenyl^-trifluoromethyl-lH-pyrazoIoK.S-^isoquinoline, 

1 ,3-dimethyl-5-(3-trifluoromethyIphenyl)-1 H-pyrazok>[4,3-c]-isoquinoline, 

1 ,3-dimethyl-5-(2,6-difluorophenyl)-1 H-pyrazolo[4,3-o]-isoquinoline, 

1 -benzyl-5-cyclohexyl-3-methy1-1 H-pyrazok>[4 f 3-c>isoquinoline f 

1 -benzyi-5-naphthyl-3-methyH H-pyrazolo[4,3<Hsoquinoline, 

5- methoxym eth yl-3-methyl-1 H-pyrazolo[4,3-cJ-isoq u inol in e, 
7-methoxycarbonyl-3<nethyl-5-phenyMH-pyra^^ 
7-methoxycarbo nyl-3-methyl«5-pyridin-2-yl- 1 H-pyrazolo[4,3-c]- 
isoquinoline, 

7-dimethylamino-3-metty^^ 

7- dimethylamino^-methyI-5i}yridin-2-yl-^^ 

6- dImethylamino-3-me%|^-phenyl-1H-pyrazo!o[4,3-c]isc^ 
6<Hmethylamino^methyl-5-pyridin-2-tf^^ 

8- dioiethylamino^methyh5-phenyl-1H-pyrazoloI4,3-c]isoquino 
8-dimethylamrno-3-methyI-5-pyridin-2-yl-1 H-pyrazolo[4 f 3-c]-isoquinoline f 
1 ,3-dimethyl-5-(3-methyI-thiophen-2-y|)-1 H-pyrazolo[4 f 3^Hsoquinoline, 
3-m ethyI-5-ph eny l-9-trifl uoro methy 1-1 H-py razolo[4, [3-c] isoquinoline, 
3-methyl-5-pyridin-2-yl-94rifluorom 

and 

3-methyl-5-(2 I 3,4 J 5,6iDentafluoro-phenyl)-1H-pyra2olo[4,^ 

14. (currently amended) A method of treating a disease condition associated 
with inflammation comprising administering to a patient suffering from said 
disease condition a therapeutically effective amount of a compound of 
formula (I): 
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R 



X 



z 




A 



(I) 



or a stereoisomeric form or a pharmaceutically acceptable salt of the 
compound of the formula I, wherein 

A is -(d-CeJ-alkyl, in which alky! is straight-chain or branched 
and is optionally substituted, once or more, independently of each 
other, by 



-OR 1 or 
-C(0)-OR\ 
-C(0)-NR 1 R\ 
-C(OHVIR 1 -S0 2 R 1 , 

-CN, In which R 1 is 
hydrogen, 

Kd-CsJ-alkyl, 
-(C 6 -Ci 4 )aryl or 

fluoroalkyl of the formula -CnH x F y or fluoroaikoxy of 
the formula -OC n H x F y , wherein n is an integer from 1 to 6, x 
is an integer from 0 to 12, y is an integer from 1 to 13 and 
sum of x and y is 2n + 1 , 
-O-R 1 , 
-SR\ 

-S(0)-fC 
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-S(0) 2 -R 1 
-C(0)-OR\ 

f luoroalkyl of the formula -C„HxF y or f luoroalkoxy of the 

formula -OCnHxFy, wherein n Is an integer from 1 to 6 S x is 

an integer from O to 12, y is an integer from 1 to 13 and sum 

of x and y Is 2n + 1, 

-C(0)-NR 1 R\ 

-C(O^NR 1 -S0 2 R 1 , 

-nr 1 r\ 

-CN, 

monocyclic or polycyclic heteroaryl having from 5 to 14 ring 
members, which contains 1 to 5 heteroatoms as ring 
members, wherein heteroatoms are selected from N, O and 
S, and in which heteroaryl is unsubstituted or optionally 
substituted once or more, independently of each other, by 
R* in which R 2 is 

-(d-C 4 )-allcyl. 

-OH, 

-0-(Ci-C 4 )-alkyl, 
halogen, 

-NfR^-R 4 , In which R 3 and R 4 are, independently of 
each other, hydrogen atom or -(Cf-GO-alkyl, 

fluoroalkyl of the formula -C n H x F y or fluoraaikoxy of 
the formula -OC rt H x F y , wherein n Is an integer from 1 to 4, x is an 
integer from O to 8, y is an integer from 1 to 9 and sum of x and y is 
2n + 1, 

-CN, 

-SR\ 

-S(0)-R 1 . 
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-S(0) 2 -R 1 or 
-C(0)-NR 1 R\ 

-(Cs-Ce^cycloalkyl, in which cycloalkyl is 
unsubstrtuted or substituted, once or more, independently of each 
other, by R 2 , and R 2 is defined as above, 

monocyclic or brcyclic heterocycle having from 5 to 12 
ring members, which contains 1 to 5 heteroatoms as ring members, 
wherein heteroatoms are selected from N, O and S P and In which 
heterocycle is unsubstituted or substituted, once or more, 
independently of each other, by R 2 f and R 2 Is defined as above, 

B is a covalent bond, 
-C=CR 1 -, 

-0(CH 2 ) a -, in which a is an integer from 1 to 4, 

O f S, NR 2 , -C(O)-, -NR 2 -C(Oh -C(0)-NR 2 ^ ^NR 2 -S02-, 

-SO2-NR 2 -, -NR 2 -C(0)-NR 2 -, and R 2 Is defined as above, or 

-(Ci-C 4 )-alkylene, in which alkylene is straight-chain or 

branched and Is optionally substituted, once or more, independently 

of each other, by R\ and R 1 is defined as above, 

D is -(C 1 -Ce)-alkyl, In which alkyl is straight-chain or branched and is 
optionally substituted, once or more, Independently of each other, by 
R 1 , and R 1 is defined as above, 

monocyclic or polycyclic heteroaryl having from 5 to 14 ring 
members, which contains 1 to 5 heteroatoms as ring members, 
wherein heteroatoms are selected from N, O and S, and In which 
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heteroaryl is unsubstituted or is substituted once or more, 
independently of each other, by R 2 , and R z is defined as above, 

monocyclic or bicyclic heterocycle having from 5 to 12 ring 
members, which contains 1 to 5 heteroatoms as ring members, 
wherein heteroatoms are selected from N, O and S, and in which 
heterocycle is unsubstituted or substitidted, once or more f 
independently of each other, by R 2 and R 2 is defined as above, 

-(C$-C 14 )-aryl, in which aryl is unsubstituted or substituted, 
once or more, independently of each other* by R 2 , and R 2 is defined 
as above, or 



-(C 3 -C 6 )-cycloalkyl, in which cycloalkyl is unsubstituted or 
substituted, once or more, independently of each other, by R 2 , and R 2 
is defined as above, or 

B-D is hydrogen, 
halogen, 

fluoroalkyl of the formula -C n H x F y or fluoroalkoxy of the 
formula -OC n H x F yp wherein n is an integer from 1 to 4, x is an integer 
from 0 to 8, y is an Integer from 1 to 9 and sum of x and y is 2n + 1 , 

-(CH 2 ) a -Y-R 3 , in which a is an integer from 1 to 4, Y is O, S, NR Z , and 
Fl^is 

-(Ct-CeJ-alkyl, 
-(C 6 -Ci 4 )-aryl, 
-(C3-C6>-cycloalkyl p and 

R is hydrogen, 
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-(Ci-C 6 )-a!kyl, or 

-(C6-Ci4)-aryK(Ci-Ce)-aJky1, In which aryl is unsubstituted or 
substituted, once or more, independently of each other, by R 2 , and R 2 
is defined as above, and 

X and Z are identical or different and are, independently of each other 
selected from: 

hydrogen atom, 

-fCi-c 4 )-aikyl» 
-OH, 

-CMCVCA-alkyl), 

halogen, 

fluoroalkyl of the formula -C n H x F y or fluoroalkoxy of the 
formula -OC n H x F y , wherein n is an integer from 1 to 6, x is an integer 
from 0 to 12, y is an integer from 1 to 13 and sum of x and y is 2n + 1, 
-C(0)-OR 1 , 

-C(0)-NR 1 R 1 , 

-C(0)-NR 1 -S0 2 R 1 , 

-NR 1 R\ 

-NR 1 -C(0)-NR 1 R\ 

-NR 1 ~C(0)-R\ 

~NR 1 -C(0)-OR 1 , 

OC(0)-NR 1 R 1 , 

-CN, 

-SR 1 , 

-S(0)-R\ 

-S(0)2-R 1 , 

-S(0) 2 -NR 1 R 1 , 

-NR 1 *S0 2 -R\ in which R 1 is as defined above, 
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monocyclic or blcvclic heterocyde having from 5 to 12 ring 
members, which contains 1 to 5 heteroatoms as ring members, 
wherein heteroatoms are selected from N, O and S, and in which 
heterocyde is unsubstituted or substituted, once or more, 
independently of each other, by R 2 , and R 2 is defined as above, or 

-(C 3 -C e )-cycloalky1> In which cycloalkyl is unsubstituted or 

substituted, once or more, Independently of each other, by R 2 f and R z 

is defined as above A 

with the proviso that when A is -(CrCeJ-alkyI, in which alkyl is straight- 
chain or branched and is optionally substituted, once or more, 
independently of each other, by 



-O-R 1 or 
-C(0)-OR\ in which R 1 is 
hydrogen, 
-(C i; Ce)~aIkyl, 
-O-R , in which R 1 is as defined in this proviso, 

-C(0)-OR 1 , in which R 1 is as defined in this proviso, or 

monocydic or polycyclic heteroaryl having from 5 to 14 ring members, 
which contains 1 to 5 heteroatoms as ring members, wherein 
heteroatoms are selected from N, O and S, and in which heteroaryl Is 
unsubstituted or optionally substituted once or more, independently of 
each other, by R 2 , In which R 2 is 



hydrog e n, 

-(d-CO-alkyl, 

-OH, 

-0-(Ci.C4)-alkyl, 
halogen, or 

~N(R 3 )-R 4 , in which R 3 and R 4 are, independently of 
each other, hydrogen atom or-{Ci-C4)-alkyl, then 



B is not a covalent bond or-(Ci-C 4 )-alkylene. 



15. (original) The method as claimed in claim 14 wherein 
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A is -(Ci-Ca^alkyl, in which alkyl Is straight-chain or branched 
and is optionally substituted, once or more, independently of each 
other, by 

-O-R 1 , or 

-C(0)-OR\ in which R 1 is 
hydrogen, 
-((VQO-alkyl, or 
-CF 3 

fluoroalkyl of the formula -C n H x F y or fluoroalkoxy of the 

* 

formula -OC n H x F y , wherein n is an integer from 1 to 3, x Is an 
integer from 0 to 6, y is an integer from 1 to 7 and sum of x and y is 
2n + 1, 

* 

B is a covalent bond or O, 

D is phenyl or naphthyl, in which phenyl or naphthyl is 

un substituted or substituted, once or more, independently of each 

other, by R 2 , in which R 2 is 

fluorine, chlorine or bromine, 

-OH, 

-CF 3> 

-SR 1 , in which R 1 is defined as above, 

-(Cn-C^-alkyl 

-0-(Ci-C2)-alkyl or 

-N(R 3 )-R 4 3 in which R 3 and R 4 are, independently of 
each other, hydrogen atom or -(d-C 3 )-alkyl, 

heteroaryl selected from the group consisting of 
pyridyl, furanyl, pyrrolyl, isoxazolyl, benzofuranyl, benzothiophenyl, 
quinolinyi, isoquinoiinyi, quinoxalinyl and thiophenyl, in which 
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heteroaryl is uhsubstituted or substituted, once or more, 
independently of each other, by R 2 , in which R 2 is defined as above or 

-(C4-C6)-cycloalkyl f in which cycloalkyl is 
unsubstituted or substituted, once or more, Independently of each 
other, by R 2 , and R 2 is defined as above, or 

B-D is ((CHgJa-Y-R 3 , in which a Is an integer from 1 to 2, Y is O and R 3 
is -(Ci-CaJ-alkyl, and 

R is hydrogen, 

-(Ci-Ca)-alkyl, or 
-phenyl-(Ci-C3)-alkyl> and 



X and Z are identical or different and are, independently of each other, 
hydrogen, -C(0)-0(d-C 3 )alkyl r -OCH 3 , -N(CH 3 ) 2 or halogen. 

16. (original) The method as claimed In claim 14, wherein the compound of 
formula (I) is selected from the group consisting of: 
5-pyridin-2-yl-3-trifluoromethyl-1 H-pyrazolo[4,3-c]isoquinoline, 
3-methyI-5-(2-trifluoromethyl-phenyl)-1 H-pyrazo]o[4,3-c]isoquinoline, 
3-methyl-5-(3-trifluoromethyl-phenyl)-1 H-pyrazolo[4,3-c]IsoquinoIine, 
3-methyl-5-(4-trif[uoromethyl-phenyl)-1H-pyrazolo[4,3-cIisoquinoIine f 
1,3-dimethyl-5-(3-trtfluoromethylphenyl)-1 H-pyra2olo[4,3-c]-isoquinoline, 
5-phenyl-3-trifluoromethyl-1 H-pyrazoIo[4,3-c]isoquinoline, 
1 ,3-dimethyl-5-(3-trifIuoromethylpheny])-l H-pyrazolo[4,3-c]-isoquinoline, 
1 ,3-dimethyl-5-(2 f 6-difluorophenyI)-1 H-pyrazolo[4,3-c]-lsoquinoline, 
1 -benzyl-5-cyclohexyl-3-methy!-1 H-pyrazolo[4,3-c]-isoquinoline, 
1 -benzy[-5-naphthyl-3-methyl-1 H-pyrazolo[4,3-c]-lsoqulnoline, 
5-methoxymethyl-3-methyl-1H-pyrazolo[4 f 3-cHsoquinoIIne, 
7-methoxycarbonyl-3-methyl^-phenyl-1H-pyrazolo[4 t 3-c]-isoquinollne, 
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7- methoxyrarbonyl^methy^^^ 
isoquinoline, 

7KlimethyIamino-3HTiethyl-5-phenyl-lH^^ 

7Kiimethylamino^-memyl^^ 

6^lmethylamino^-methyl-5-phenyMH-pyrazo!o[4 

6^imethylamtno-3-methyr-5-pyridin-2-yh1H-pyrazoto 

8^imethylamino^-methyl-5-phenyl-^^ 

8- dimethy[amlno-3-methyl-5-pyridm-2-yl-lH-pyrazolo[4 f 3-^ 
1,3-dimethy]-5-(3-methyl-thiophen-2-yl)-1 H-pyrazolo[4 t 3-c]-Isoquinoline f 
3-methyl-5-phenyl-9-trifluoromethyl-1H-pyrazoIo[4,3-c]isoquinoline f 
3-methyl-5-pyridin-2-yl-9-trifluoroniethyl-1 H-pyrazolo[4,3-c}-isoquinoline, 
and 

S-methyl-S-^.SAS.S-pentaf^^ 

17. (canceled) 

18. (original) The method as claimed In claim 14, wherein the disease condition 

is selected from the group consisting of multiple sclerosis, atherosclerosis, 
inflammatory bowel disease, Alzheimer's disease, stroke and diabetes. 

19. (original) The method as claimed in claim 18, wherein the disease condition 

is multiple sclerosis. 

20. (original) The method as claimed in claim 18, wherein the disease condition 

is atherosclerosis, 

21. (original) The method as claimed in claim 18, wherein the disease condition 

is inflammatory bowel disease. 

22. (original) The method as claimed in claim 18, wherein the disease condition 

is Alzheimer's disease. 
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23. (original) The method as claimed in claim 18 T wherern the disease condition 

is stroke. 

24. (original) The method as claimed in claim 18, wherein the disease condition 

is diabetes. 
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